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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/US00/08669 

I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70 17))- 
Description, pages: 

1 " 27 as originally filed 



Claims, No.: 

1-77 



as originally filed 



Drawings, sheets: 

1/2-2/2 as originally filed 



2. With regard to the language, ail the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished, 

□ The statement that the information recorded in computer readable form is identical to the written seauence 
listing has been furnished. M 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 



Form PCT/IPEA/409 (Boxes I-Vlll, Sheet 1) (July 1998) 





INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/US00/08669 



□ 



the drawings, 



sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

IS claims Nos. 1-67, 75-77, concerning industrial applicability. 



IS the said international application, or the said claims Nos. 1 -67, 75-77 relate to the following subject matter 
which does not require an international preliminary examination {specify/): 
see separate sheet 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 



□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



because: 



1. Statement 



Novelty (N) 



Yes: Claims 31-59,68-70 
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No: 



Claims 



1-30, 60-67, 71-77 



Inventive step (IS) 



Yes: 



Claims 



No: Claims 1-77 

Industrial applicability (IA) Yes: Claims 68-74 

No: Claims 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

Claims 1-67 and 75-77 relate to subject-matter considered by this Authority to be 
covered by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 

Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 . Reference is made to the following documents: 

D1 : US-A-5 741 516 (WEBB MURRAY S ET AL) 21 April 1998 (1998-04-21) 
cited in the application 

D2: US-A-5 595 756 (BALLY MARCEL B ET AL) 21 January 1997 (1997-01-21) 
D3: US-A-5 714 163 (COX GERRY ET AL) 3 February 1998 (1998-02-03) cited 
in the application 

D4: US-A-4 952 408 (RAHMAN AQUILUR) 28 August 1 990 (1990-08-28) 
D5: US-A-5 165 922 (GOODMAN GARY E ET AL) 24 November 1992 (1992- 
11-24) 

2. The subject-matter of present claims 1 , 60 and 64 is not novel according to Article 
33(2) PCT. 

2.1 . Methods for the treatment of cancer in mammals, especially humans, with 
liposome-encapsulated vinca alkaloids are well known in the art. Vinca alkaloids 
are already used for all stages of the treatment of cancer. It goes without saying 
that an equal treatment can be, and is often, given for the original treatment and 
for the treatment after relapse. 

It is even more obvious that a transformed cancer (as defined in present claim 60) 
is treated with the "normal" therapy. 

2.2. Document D1 already discloses a method of treatment for cancer comprising the 
administration of liposome encapsulated vinca alkaloids. 
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Document D1 discloses liposomes comprising sphingomyelin and cholesterol or 
liposomes comprising DSPC and cholesterol. The liposomal interior has a pH less 
than that of the liposomal exterior. The treatment of mice having P388 tumours is 
described in examples III and IV. Example VIII discloses the treatment of A431 
tumours. 

Document D2 discloses a method of treatment for cancer comprising the 
administration of liposome encapsulated vinca alkaloids (cf. claims 9 and 10 and 
examples 2 and 3). 

Document D3 describes the treatment of mice with implanted Lymphosarcoma 
tumour cells by the administration of liposome (DSPC, cholesterol) encapsulated 
vinca alkaloids (vincristine)(examples). 

Document D4 discloses a method to treat a neoplasia in a mammal wherein 1 2- 
1 .6mg of vinca alkaloid per m 2 in humans is to be administered (col.3, 1.63-68). 
The vinca alkaloids are encapsulated in liposomes (col.2, 1.58 - col.3, 1.20). 

2.3. The dependent claims 2-30, 61-63, and 65-67 do not contain any features which 
m combination with the features of any claim to which they refer, might establish ' 
novelty and an inventive step over D1-D5 (Articles 33(2) and 33(3) PCT). These 
claims are only allowable in combination with patentable independent claims. 

3. 1 . The subject-matter of present claim 31 is not inventive according to Article 33(3) 
PCT. 

Document D4, which is considered to represent the most relevant state of the art 
discloses (cf. claim 10) a method of treatment for non-Hodgkin's Lymphoma from 
which the subject-matter of claim 31 differs in that the presence of cardiolipin in 
the composition to be administered is disclaimed. 

However, a disclaimer can only be used to render a non-obvious teaching novel 
over a accidentally novelty destroying prior art. A disclaimer cannot be used to 
establish an inventive step. There is no reason to believe that the absence of 
cardiolipin has any surprising effect. 

Furthermore, the documents D2 and D3 teach the encapsulation of vincristine in 
liposomes free of cardiolipin (cf. 2.2.). It is general knowledge and stressed in 
both D2 (col.1 , 1.53-60) and D3 (col.1 , 1.36-37) that vincristine is used to treat non- 
Hodgkin's Lymphoma. A person skilled in the art would use the liposomes 
disclosed in D2 and D3 not only to treat tumours in animal models, but also for the 
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treatment of non-Hodgkin's Lymphoma (the main application of vincristine). 

3.2. The dependent claims 32-59 do not contain any features which, in combination 
with the features of any claim to which they refer, might establish an inventive step 
over D1-D5 (Article 33(3) PCT). These claims are only allowable in combination 
with patentable independent claims. 



4. 



The subject-matter of claims 68 and 70 is not inventive according to Article 33(3) 
PCT. 

The presence of instructions is a usual occurrence in a kit for use in the treatment 
of a disease. Since components useful in the preparation of liposome- 
encapsulated vinca alkaloid (cf. item VIII 2.) and stable formulations of liposome- 
encapsulated vinca alkaloids are already known in the art (cf. point 2.2 ) the 
presence of instructions cannot render the subject-matter of claims 68 and 70 
inventive. 



5. 1 . The subject-matter of claim 71 is not novel according to Article 33(2) PCT 
Document D4 already discloses a method of treating non-Hodgkin's Lymphoma 
(claim 10). This method comprises the administration of a pharmaceutical 
composition comprising a liposome-encapsulated vinca alkaloid selected from the 
group comprising vincristine. Consequently, liposome-encapsulated vincristine 
has already been used for the manufacture of a pharmaceutical composition for 
the treatment of non-Hodgkin's Lymphoma. 

5.2. The dependent claims 72-77 do not contain any features which, in combination 
with the features of any claim to which they refer, might establish novelty and an 
inventive step over D1-D5 (Articles 33(2) and 33(3) PCT). These claims are only 
allowable in combination with patentable independent claims. 

6. For the assessment of the present claims 1 -67 and 75-77 on the question whether 
they are industrially applicable, no unified criteria exist in the PCT Contracting 
States. The patentability can also be dependent upon the formulation of the 
claims. The EPO, for example, does not recognize as industrially applicable the 
subject-matter of claims to the use of a compound in medical treatment, but may 
allow, however, claims to a known compound for first use in medical treatment 
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and the use of such a compound for the manufacture of a medicament for a new 
medical treatment. 

Re Item VIII 

Certain observations on the international application 

1 • Although claims 1 , 38, 60 and 64 have been drafted as separate independent 
claims, they appear to relate effectively to the same subject-matter and to differ 
from each other only with regard to the definition of the subject-matter for which 
protection is sought and/or in respect of the terminology used for the features of 
that subject-matter. The aforementioned claims therefore lack conciseness More- 
over, lack of clarity of the claims as a whole arises, since the plurality of in- 
dependent claims makes it difficult, if not impossible, to determine the matter for 
which protection is sought, and places an undue burden on others seeking to 
establish the extent of the protection. 

Hence, claims 1 , 38, 60 and 64 do not meet the requirements of Article 6 PCT. 

2. The subject-matter of claim 68 is not clear (Article 6 PCT). The term "useful" has 
no precise meaning in the art. "Useful" components in the preparation of a 
Uposome-encapsulated vinca alkaloid are for example: a vial, water, lipids a 
stirrer, a puffered solution 

■ The terms "Rituxan", "Oncolym" and "Bexxar", employed in claims 26 and 58 and 
appearing to be registered trade marks have no precise meaning as they are not 
internationally accepted as standard descriptive terms, thereby rendering the 
def,n,t,on of the subject-matter of these claims 26 and 58 unclear (Article 6 PCT). 

The subject-matter of claims 75-77 is not clear (Article 6 PCT). These claims 
def,ne uses and refer to claim 65. Claim 65 is a method claim, not a use claim. 
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